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ART-UNIT: 167 

PRIMARY -EXAMINER: Harrison; Robert H. 

ATT Y- AGENT -FIRM: Birch, Stewart, Kolasch & Birch, LLP 
ABSTRACT : 

The present invention is directed to a microsphere for the controlled release of a 
biologically active molecule which comprises a biologically active molecule and an 
ester of hyaluronic acid or mixtures of said esters of hyaluronic acids, and 
wherein said biologically active molecule is surrounded by or adhered to said 
ester of hyaluronic acid, and wherein said microsphere has a diameter of between 1 
.mu.m to 100 .mu.m. 

6 Claims, 8 Drawing figures 
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Methods and compositions are provided for enhancing the bioadhesive properties of 
polymers used in drug delivery systems. The bioadhesive properties of a polymer 
are enhanced by incorporating an anhydride oligomer into the polymer to enhance 
the ability of the polymer to adhere to a tissue surface such as a mucosal 
membrane. Anhydride oligomers which enhance the bioadhesive properties of a 
polymer include oligomers synthesized from dicarboxylic acid monomers, preferably 
those found in Krebs glycolysis cycle, especially fumaric acid. The oligomers can 
be incorporated within a wide range of polymers including proteins, 

polysaccharides and synthetic biocompatible polymers. In one embodiment, anhydride 
oligomers can be incorporated within polymers used to form or coat drug delivery 
systems, such as microspheres, which contain a drug or diagnostic agent. The 
oligomers can either be solubilized and blended with the polymer before 
manufacture or else used as a coating with polymers over existing systems. The 
polymers, for example in the form of microspheres, have improved ability to adhere 
to mucosal membranes, and thus can be used to deliver a drug or diagnostic agent 
via any of a range of mucosal membrane surfaces including those of the 
gastrointestinal, respiratory, excretory and reproductive tracts. 
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PRIMARY- EXAMINER: Nutter; Nathan M. 

ATTY- AGENT -FIRM: Ostrolenk, Faber, Gerb & Soffen, LLP 
ABSTRACT : 

Methods of treatment and prevention of estrogen-related diseases, and of fertility 
control, include low dose (e.g. less than 50 nanomolar serum concentration) 
administration of certain anabolic steroids, progestins and other substantially 
non-masculinizing androgenic compounds. Sustained release formulations 
substantially free of organic solvent, and sustained release formulations for 
maintaining low serum levels of androgen are disclosed. 
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polymer and a pH- control ling substance, particularly an alkaline, acidic or 
buffering agent. By way of example, such alkaline agents include calcium carbonate 
and sodium bicarbonate. Methods of preparing such devices are also described. 
Methods for enhancing biocompatibility of an implantable device are also provided, 
as neutralizing alkaline materials are released at a rate that offsets changes in 
pH typically observed as polymers degrade to various acidic or alkaline 
by-products. By way of example, biodegradable polymers include PLA, PGA, 
polycaprolactone, copolymers thereof, or mixtures thereof. A new technique is also 
disclosed to increase the surface porosity of porous implants which have a 
tendency to form relatively impermeable coverings. This technique entails the use 
of mechanical means to remove at least part of said covering, thus increasing the 
implant's surface porosity and permeability. 

19 Claims, 6 Drawing figures 
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to facilitate the use of these materials. 
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ABSTRACT : 

A composition of polyester microparticles containing bioactive polypeptide agents 
and methods for preparing the composition and administering bioactive agents. The 
composition comprises biocompatible, biodegradable microparticles having a 
polyester matrix and from about 5% to about 25% by weight of a biologically 
active, water-soluble polypeptide dispersed throughout the matrix, the polypeptide 
selected from the group consisting of growth hormone releasing factor, synthetic 
analogs of growth hormone releasing factor, pharmacologically active fragment 
thereof and somatogenin. The method for preparing the composition includes 
dissolving polyester in an organic solvent; suspending a biologically active agent 
in the polyester solution; emulsifying the suspension into an aqueous medium in 
which the agent is insoluble and evaporating the solvent from the emulsion to 
produce microparticles. The method for administering a bioactive agent to an 
organism involves suspending the microparticles in a suitable liquid and injecting 
the organism. 
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ART-UNIT: 153 

PRIMARY- EXAMINER: Nutter; Nathan M. 

ATTY- AGENT -FIRM: Ostrolenk, Faber, Gerb & Soffen 

ABSTRACT : 

Methods of treatment and prevention of estrogen-related diseases, and of fertility 
control, include low dose (e.g. less than 50 nanomolaR serum concentration) 
administration of certain anabolic steroids, progestins and other substantially 
non-masculinizing androgenic compounds. Sustained release formulations 
substantially free of organic solvent, and sustained release formulations for 
maintaining low serum levels of androgen are disclosed. 
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ABSTRACT : 

The invention relates to a preparation process of particles designed to release an 
effective amount of active ingredient over a predetermined period of time, said 
particles comprising one ore more active ingredients in admixture with a 
bioresorbable and/or biodegradable polymer or copolymer, and the particles thus 
obtained in a substantially spheroidal form and substantially deprived of active 
ingredient on the external covering. 
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ABSTRACT : 

The invention relates to a composite polymeric material suitable for biological 
and medical applications and to the method for preparation thereof. The composite 
material consists of 1-99 wt . % of hydrophilic polymer or copolymer based on 
methacrylic or acrylic esters, 1-99 wt . % of fibrillar collagen, and up to 2.5 wt . 
% of a crosslinking agent, based on both polymeric components. The composite 
material may further comprise biologically active compounds and other auxiliary 
materials, as fillers and/or plast icizers . The composite material is prepared by 
dispersing the fibrillar collagen in a solution or a highly swollen dispersion of 
the synthetic hydrophilic polymer or copolymer in a lytropic agent and the 
subsequent removal of the lyotropic agent, thus forming a matrix of the synthetic 
polymer or copolymer penetrated by fibrillar collagen or vice versa. The composite 
material may be applied on a solid support or reinforced with glass, plastics, 
cellulose, or metallic materials. 
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ATTY- AGENT- FIRM: Koltos; E. Philip Voss; Donald J. 



Neuhauser; Frank L. 



ABSTRACT : 



An organosiloxane gel is made by reacting (1) an organosiloxane having a viscosity 
of from 10 to 10,000 centistokes at 25. degree. C. and being a copolymer consisting 
essentially of units of the formula R.sub.2 ViSiO . sub . 0 . 5 , RViSiO, R . sub . 2 SiO and 
MeR.sub.2 SiO. sub. 0.5, where each R is individually selected from the group 
consisting of methyl and phenyl radicals, Vi represents a vinyl radical and Me 
represents a methyl radical, at least 0.50 molar percent of the units in said 
copolymer being R.sub.2 ViSiO . sub . 0 . 5 units and RViSiO units where the terminal 
groups are at least 50 mole percent of R.sub.2 ViSiO . sub . 0 . 5 units and may have as 
the rest of the total terminal units MeR.sub.2 SiO. sub. 0.5 units, (2) a liquid 
hydrogen siloxane of the average general formula XRMeSIO (R . sub . 2 SiO) . sub . n 
(RHSiO) .sub.m SiMeRX, where each R is as above defined and X is selected from the 
group consisting of H and R and n and m have such average values that the 
viscosity of the hydrogen siloxane is no more than 10,000 centistokes at 
25. degree. C. and m is at least 1, no more than 25 molar percent of the total R 
radicals present in (1) and (2) being phenyl and (3) a platinum or platinum 
compound catalyst in an amount sufficient to furnish about at least 0.1 part per 
million of platinum based upon the combined weights of (1) and (2) ; the 
proportions of (1) and (2) being such that prior to reaction there is an average 
of from 1.4 to 1.8 gram atoms of the silicon-bonded hydrogen atoms in (2) per gram 
molecular weight of (1) and there being at least one vinyl siloxy units in (1) for 
every silicon-bonded hydrogen atom in (2) , the molecular weight of (1) being 
calculated by the equation: 

log visc.= 1.00+ 0 . 0123M. sup . . 5 

where M is the molecular weight and "vise." is the viscosity of (1) in centistokes 
at 25. degree. C. The gel can be filled with glass microballoons to lower their 
specific gravity. The gel produced finds utility in collision pads in automobiles, 
shock absorbing bumpers, mattresses, snowmobile seats, padding and crash helmets 
and insulation which can be pumped into electrical conduits, among other things. 

18 Claims, 0 Drawing figures 
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